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EBC-1 EBC-CR1 EBC-CR2 EBC-CR3 Concentration of Capmatinib (nmokiL) Concentration of Afatinib (nmole/L)
Cellline IC5p in nmoliL Cellline IC55 in nmol/L
EBC-1 3.70£0.10™ EBC-CR1 114.5822.75™
EBC-1with HBEGF >10,000" EBC-CR1 with HBEGF 1,437£155.65™

S4 Fig. Heparin-binding epidermal growth factor—like growth factor (HBEGF)-dependent
epidermal growth factor receptor (EGFR) activation in EBC-CR1. (A) The expression of
EGFR ligands were measured by reverse transcription polymerase chain reaction (**p <
0.01). (B) Addition of HBEGF in EBC-1 was significantly sufficient to acquire resistance to
capmatinib (**p < 0.01). EBC-1 cell treated with capmatinibtHBEGF for 72 hours. (C)
EBC-CR1 with HBEGF was more resistant to EGFR inhibition than without HBEGF (**p <

0.01). EBC-CR1 cell treated with afatinibxtHBEGF for 72 hours.



